
20. The method of claim 19 wherein said complex has the structure 

O 1 




H 



Ligand Component = 
fCmGmGrArAfUfCmAmGfUmGmAmA 
(VEGF ligand) 

21. The complex of claim 19 wherein said complex is 



O 




Ligand Component = 

fCmGmGrArAfUfCmAmGfUmGmAmAfUmGfCfUfUmAfUmAfCmAfUfCfCmG-S'S'-dT 
(VEGF ligand) 



REMARKS 

An Office Action was issued in the above-referenced application on June 8, 1998. 
All examined claims were rejected. This Amendment and Remarks has been made to 
respond to such Office Action. Claim 2 is amended and claims 3-21 are added herein. 
Additional amendments have been made by the Applicants without suggestion by the 
Examiner, but with the same goal in mind. Any amendments that are made that limit the 

scope of the claims in any way are done so without prejudice. Claims 3-21 are dependent 

i 

on either claim 1 or claim 2 and relate to embodiments that are clearly supported in the 
specification. 
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Notice to Comply with Sequence Rules \ 

Applicants submitted a response to the Notice to Comply with Requirements for 
Patent Applications containing Nucleotide Sequence and/or Amino Acid Sequence 

Disclosures on July 7, 1998. ; 

i 

Informalities 

The Examiner has objected to the disclosure because nucleotide sequences in the 
specification, tables and figures lack SEQ ID NOS. Applicants have added the appropriate 
SEQ ID NOS to Tables 1-4 and Figures 1 A- IE and are submitting substitute tables and 
figures with this document. Furthermore, the specification has been amended to include 
SEQ ID NOS where appropriate. Applicants assert that the amendments and the substitute 
tables and figures do not add any new matter to the application or affect the claimed 
invention. Withdrawal of this objection is respectfully requested. 

Rejections under 35 U.S. C. §112, second paragraph 

Claim 2 is rejected under 35 U.S.C. §112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. The claim has been amended to specifically address points (a), 
(b), and (d). 

With respect to point (c), the Examiner states that the claim is indefinite in reciting 
"nucleic acid ligand" which is a general term lacking definition or specificity. Applicants 
respectfully disagree. Applicants wish to direct the Examiner's attention to page 17, lines 
4-26 of the specification where Nucleic Acid Ligand is specifically defined. There is no 
apparent ambiguity with respect to the definition of this term. As this term has been 
clearly defined in the specification, withdrawal of this rejection is respectfully requested. 

Double Patenting Rejection - Obviousness Type 

Claim 1 is provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 5-8 and 1 1-13 of 
United States Patent Application No. 08/447,169 (now United States Patent No. 
5,81 1,533) in view of Toole et al. (WO 92/14843). In an effort to expedite prosecution, 



Applicants are submitting herewith a Terminal Disclaimer that disclaims the term of the 
patent issuing on the subject application beyond the term of the aforementioned patent. 
NeXstar Pharmaceuticals, Inc., is the assignee of record of the entire interest in United 

States Patent No. 5,81 1,533. Thus, NeXstar Pharmaceuticals, Inc. is the owner of the 

i 

subject application and the patent cited by the Examiner. In view of this submission, it is 
respectfully requested that the provisional obviousness-type double patenting rejection be 
withdrawn. 

Applicants assert that the above-captioned application is in condition for 
allowance. Prompt consideration of this Amendment and Remarks is earnestly solicited. 

This constitutes a request for any needed extension of time and an authorization to 
charge all fees therefore to Deposit Account No. 22-0277, if not otherwise specifically 
requested. In addition, the undersigned hereby authorizes the charge of any fee created by 
the filing of this document to Deposit Account No. 22-0277. 

I Respectfully submitted, 

i 

i 

Date: j^Jdu? v ffl i? 

Reg. No. 33,215 
Swanson & Bratschun, L.L.C. 
'. 8400 E. Prentice Avenue, #200 
Englewood, CO 80111 
Telephone: (303) 793-3333 

nexstar\nex61cip\amendment.35 1/tec wrd 
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Table 2. Effect of truncation on high affinity binding of VEGF ligands. 



Ligand 



Sequence 



Length Kd SEQ 



.0 



( 







(nts) 


(pM) 


ID 

NO 


t22 


GACGAUGLGGU AGGAAGAAU UGGAAGCGC* 


29 


70 


55 


t22a 


G ACG A U GLGG U AGO A AG A A U U GG A AGCG 


28 


3000 


56 


t22b 


a /^/~» a T ~\ f~^f 1 f~~* T T A Z^Z" 1 A A Z" 1 A A T TT T/^/^ 1 A A Z" 1 f~i/~* /~** 

ACGAUGLGGU AGGAAGAAU UGGAAGCGC 


28 


OA 

80 


57 


t22c 


GCGGUAGGAAGAAUUGGAAGCGC 


23 


90 


58 


t22d 


CGGUAGGAAGAAUUGGAAGCGC 


22 


100 


59 


t22e 


GGU AGGAAG AAUUGG AAGCGC * 


21 


200 


60 


t22f 


T T A /"""I /"""I A A A AT TT T/^ yi A A y*i 1 — ^ y—i *l» 

GUAGGAAGAAUUGG AAGCGC* 


20 


> 100,000 


61 


t2 


GGCGAACCGAUGGAAUUUUUGGACGCUCGCC* 


31 


20 


62 


t2a 


GCGAACCGAUGGAAUUUUUGGACGCUCGC 


29 


40 


63 


t2b 


« a a * ATT V**"* A AT TT TT TT TT T V""* A V*** T 

CGAACCGAUGGAAUUUUUGGACGCUCG 


27 


100 


64 


t2c 


/ — i a A ^— 1 yi /""l A T Ty a A T TT TT TT TT T/^ / — 1 a /""I ✓"'tT T •!» 

GAACCGAUGGAAUUUUUGGACGCUC* 


25 


200 


65 


t2d 


AACCGAUGGAAUUUUUGGACGCU* 


23 


20,000 


66 


t2e 


ACCGAUGGAAUUUUUGGACGC* 


21 


>100,000 


67 


t44 


GCGG A AUC AGUG A AUGCUU AU AC AUCCGC * 


29 


10 


68 


t44a 


CGGAAUCAGUGAAUGCUUAUACAUCCG 


27 


10 


69 


t44b 


GGAAUCAGUGAAUGCUUAUACAUCC 


25 


60 


70 


t44c 


GAAUC AGUG A AUGCUU AU AC AUC * 


23 


2000 


71 


t44d 


AAUCAGUGAAUGCUUAUACAU* 


21 


>100,000 


72 


t44e 


AUCAGUGAAUGCUUAUACA* 


19 


>100,000 


73 
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Table 3. Effect of 2'-OMe-purine substitutions on affinity for VEGF. 



Ligand Sequence K D SEQ 
. (pM) NO; 



t220Me (OH- 10, 12,22) 


GAC GAUGCGGU AGGAAGAAUUGGAAGC GC 


10 


74 


t22OMe(OH-10,12) 


GACGAUGCGGUAGGAAGAAUUGGAAGCGC 


20 


75 


t220Me (OH- 10,22) 


GACGAUGCGGUAGGAAGAAUUGGAAGCGC 


4,000 


76 


t220Me (OH- 12,22) 


GACGAUGCGGUAGGAAGAAUUGGAAGCGC 


90 


77 


t20Me (OH-6,21) 


GGCGAACCGAUGGAAUUUUUGGACGCUCGCC 


60 


78 


t20Me (OH-6) 


GGCGAACCGAUGGAAUUUUUGGACGCUCGCC 


500 


79 


t20Me (OH-21) 


GGCGAACCGAUGGAAUUUUUGGACGCUCGCC 


20,000 


80 


t440Me (OH-5,6) 


GCGGAAUCAGUGAAUGCUUAUACAUCCGC 


40 


81 


t440Me (OH-5) 


GCGGAAUCAGUGAAUGCUUAUACAUCCGC 


> 100,000 


82 


t440Me (OH-6) 


GCGGAAUCAGUGAAUGCUUAUACAUCCGC 


> 100,000 


83 
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